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[ft*® 2 ] IffBv V y - X W< ? Jf HIV S *gat$yffli 

1 tflB*OttH I V#Jo 

WMM 3 1 luffiitWMf^ffl^> H I V **D«sJB-C**ll3fcB 
2 KffifcOljfiH I V#J 0 

*R2|BIR©SlHI V^Jo 

[ft** 6] AT® vvy- >^*SW** »Wffll&^e>3t^X^ 
^^^$^c^>/N 0 ^@T^^iff^l75M4(DV^tL^^fB^OtjLH I V^U 

o 

[it** 7 1 miai*w« 5 \ ^-r^-x/NA^-spm (cho) la 

fcJK1-*IM&K 1 7!jS 7 Ov^-rtL^^fam^H I V^Jo 

[ft** 9 ] TtfflBH I Vtf*. j^itaiJMfsWE-C**!**© 1 7Sm 8 OV^-f 

?>#bH I V^iJo 

(1) m%MMfflMKK IVMDUH I V 

(2) HIVMl^SU 

(3) Jjf*bfeH I VltfateW«ft4r*^U 

(4) ffi&LtzK I V!aaMIfe^^y--^3Bf#^W<^K*»iDU 
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(5) v>7-^^^>/N°^®^»b^H I V«=«£ig^U 

(6) H I Vlfi3fctf>p24Se«r«!l5&t^ 

[ss*£i 2] mfia^LH i vfWB**. h i vwi-a^^Mf^B-c** 

TO13] BUfSHIV^ HIV3"fyi^)^ , /M<7)t7'^^^ 
1 4 ] lifrffiH I Vrt*> J|^iL39aEfT»-e*&lll«Sll^Sl3«!>v* 

HNtii 5] mtmmx-mmifm^ crpoi_ae-c**i»*«i4»cib« 

[SfcJfcg 1 6 ] If **117!rSl50V*i* tL^lcfSm^fFffi^^ * o 
[K^tfl 1 7] |»^t«ll7IrMl50v*-f tL^HIBftotHB^ife^i oTifcg 

$ ttfc h i v mmmvm zmir2>^>s-xm&*>'*?Mo 

[0 0 0 1] 

(Human Immunodeficiency Virus (HIV)) a*lKH fc&&«S$te£lw*H-£ 
[0 0 0 2] 

> (collect in) teJR^fcWR-C** (Kozutsumi, Y. et al., Biochem. Biophys. 
Res. Commun., 95, pp. 658-664 (1980)) o 
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[0 0 0 3] 

KfatfT, N5fcift«i:8 (vX-rW >V y<?W$0 > 3 9-y>»«« 
l) ^30kDa~ltJ33kDa<7) 3 y TO^^It^Lt, *&90kDa~ft99k 

- ? h fliato 2 ~ 6 m*. £ «b k *rwz&te l-c^u^ -»at 

[0 0 0 4] 

fflWMfcffl-^-LX^&Z. ttf7F$&ZtlX^2> (Holmskov, U. et al. , Immunol. 
Today, 15, pp. 67-74 (1994) Turner, M. W. et al., Immunol. Today, 

17, pp.532-540 (1996)) o •etLfciDx.T. MBP^JWCWu D 
HV^J: (Summerfield, J. A. et al., Lancet, 345, pp. 886-889 (1995)) 
^ l&JR^kttT^n-AJt^tClJBP^ClR^^v^fc (Madsen, H. 0. et al., L 
ancet, 352, pp.959-960 (1998)) . MBPitfc^HK * otli77 V Tfcfc 9 
(Luty, A. J. et al., J. Infect. Dis., 178, pp.1221-1224 (1998 

Zit&CLt (Garred, P. et al., J. Clin. Invest., 104, pp. 431-437 (1999) 

[0 0 0 5] 

Cl^^SttTV** (Valdimarsson, H. et al., Scand. J. Immunol., 48, pp 

.116-123 (1998)) o ttz, mm&mmm<D&mi-w?*$L^Ltztz?>, &m 

<Dffimm)ti*&fc1kLtzZtt>m&ZfrX^& (Garred, P. et al., Pediatr. 
Pulmonol., 33(3), pp. 201-207 (2002)) 0 
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[0 0 0 6] 

#^«J»fcv»^<HBISrffiv^Tv^ 0 #tc, ? 4m<0?l"{ FEW. fr?**? 
EM) iiW^^'f^^ **TflRJfe*3&**<^ iBr|^Mt«W»(lHO)-et±> 

[0 0 0 7] 
[0 0 0 8] 

& 7 * f - ><7)W^«> Jfttzte tA,£&2 fix & v^o^^-eab * o 

[0 0 0 9] 
[0 0 10] 

m&otzz, kiDsommK&^xtt, ^mmmrn (haart) * s &<&t>ti 

[0 0 11] 
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[0 0 12] 

hiv{±> Hloyy ^W&Jt^*^ 4 ;vx-c&*k -€-<?)J!f>Hte> ifctt 

2 o & £ # x. £ T v o 
[0 0 13] 

^ #£c, #A, Il^t^fl^ WbXimtit\Z&$itZ (Mansky, L. M. , J 
. Gen. Virol., 79, pp. 1337-1345 (1998)) « Sfefc, HIV(±, &#F*m<>9-l 
0/B<7)#J^ii^L (Perelson, A. S. et al., Science, 271, pp. 1582-1586 ( 
1996)) > ^^300-9- J ? Jl'<Dm.U&1& 1 0i&ZfrX\<*Z> tmt-btlX^&o t£o 

x, rnvKmrn-tztmrn-^mnmrntntcz*), z 

[0 0 14] 

o 

[0 0 15] 

emplate switch) ftlBIC <fc otit &3£fffl=* (forced copy choice) (Co 

ffin, J. M., J. Gen. Virol., 42, pp. 1-26 (1979)) bfofk * #~XA t K 
iot, !BtmBtK.9iZ2>Z.b1l'tot>tiX\i*& (Jetzt, A. E. et al., J. Virol. 
, 74, pp.1234-1240 (2000)) o t&oT. ^iH^^^A^itS:! 
&-f&Z.t X\ HlV^^jffift, -9- y * W ^O^Mfcx f^^OtBI, 



ffifIE# 2003-3070006 



2002-189534 ^- v : 6/ 



[0 0 16] 

MVtfU fcfc^ttfcttfcioT, HIV^-T^l (HIV-l) £HIV*^:/2 (HIV- 
2) 0 2®^glJ$*t. HIV-Ui^^^^V-^M, ^V—^CX fcitf^Ol'- 

[0 0 1 7] 

^;v-*/Mi±, Hiv-io4 J ^tt&^&^-7 0 ^& , 3> 7°A~D> 

[0 0 18] 

t\ *^«B#t? {is ^"79 4 "fE TCRF01_AEJ LTffiffc LTV^ 0 
[0 0 19] 

— 2fC> HIV-2}*, yr"79<< 7*A~ G *tTV*;z> (Charneau, P. et al. 

, Virology, 205, pp.247-253 (1994) ; Gurtler, L. G. et al., J. Virol., 68, 
pp. 1581-1585 (1994) ; Simon, F. et al., Nat. Med., 4, pp. 1032-1037 (1998 
) ;Triques, K. et al., AIDS Res. Hum. Retroviruses, 16, pp. 139-151 (2000 
) ;Robertoson, D. L. et al., Science, 288, pp. 55-56 (2000) ; Triques, K. 
et al., Virology, 259, pp. 99-109 (1999)) 0 
[0 0 2 0] 

tfz, HIV<Z>&&x.*>f )VK<Dfrmt Lt, mMUmffiffW (CRFs : CRF01-CR 
F12) > M&MB&z.V'i )V7s (URFs I URFsA/C, URFsA/D, URFsB/E. URFsB/C) 

^$*LTV*4 (Carr, J. K. et al. , Virology, 247, pp. 22-31 (1998) ; Motomu 
ra, K. et al., AIDS Res. Hum. Retroviruses, 16, pp. 1831-1843 (2000) ; Pee 
ters, M. et al., J. Virol., 73, pp. 7368-7375 (1999) ; Takehisa, J. et al. 
, J. Virol., 73, pp. 6810-6820 (1999) ; iftg&ft 4 50(2 

), pp. 123-138 (2001)) o 
[0 0 2 1] 

KFKDmm&MtLT, i>^n-7 P $|g65£-e£>&gpl20t, HdtiMfM* 
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-e&£gp41# ? &£o ZtlhmM&Mi*. AVt<D TenvJ tfatk 

mfc^-Cx- K3*Lfcgpl6(h&^ m^<D7uTT-W®mZti^ (Halle 
nberger, S. et al., Nature, 360, pp. 358-361 (1992)) 0 
[0 0 2 2] 

gpl20fcli, N-m&M.ffim%k'k^&&24®mi£ : fcL (Leonard, C. K. et al., 
J. Biol. Chem., 265, pp. 10373-10382 (1990)) > i»&«:gpl20^Oft##& 
£#>X^Z> (Allans, J. S. et al., Science, 228, pp. 1091-1094 (1985)) <D 

fi, gpl20O«HR**!fi5>5-C* & i omMkK X $ *LT v> & (Fennie, 

C. et al., J. Virol., 63, pp. 639-646 (1989) ; Matthews, T. J. et al., Pr 
oc. Natl. Acad. Sci. USA, 84, pp. 5424-5428 (1987) ; Montef iori, D. C. et 
al., Proc. Natl. Acad. Sci. USA, 85, pp. 9248-9252 (1988) ; Pal, R. et al. 
, Proc. Natl. Acad. Sci. USA, 86, pp. 3384-3388 (1989)) „ LT\ t£#J 

it^x^i^ibK ^yy-^mmm^ w.v<Dmmzss^xsmx$>z> t\<* 
-5«#^$tLTv^ famxm; B*mm, 50, PP . 1419-1429 (1992)) 0 

[0 0 2 3] 

$*LTV*& (Garred, P. et al., Lancet, 349, pp. 236-240 (1997)) « 

# (Mass, J. et al.,Aids, 12, pp.2275-2280 (1998)) 7&*£*L*:lK 
*£AID50^&fcl±W#fcV*£:V*-5#ft§ (McBride, M. 0. et al., Int. J. STD 
. AIDS., 9, pp.683-688 (1998)) %ZtlX^Z> 0 ZbK, MBP#*\ gpl20£^ 
^t4ii:^t§iiTV^ (Larkin, M. et al., AIDS, 3, pp. 793-798 (1989 
) ;Mizuochi, T. et al., J. Biol. Chem., 264, pp. 13834-13839 (1989) ; Saif 
uddin, M. et al., J. Gen. Virol., 81, pp.949-955 (2000)) «, 
[0 0 2 4] 

momm^\,*xi±£:<7FWX*$>otzo ioitli> mbp£#lHIV#J t LTfUffi 
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mfritztztb, m?*mm Ltzmimi^mm^mmLx^^m^^tzo 

[0 0 2 5] 

[0 0 2 6] 
[0 0 2 7] 

mm*m$k-rz>tz*xo^m 
tbxwm\^x, mvm\t\^x(Dm?(nm&*ty ] Qm^tz<nx~ibz>o ttz, «i 

[0 0 2 8] 

1. v>y-^M^^>^^K(iffiP)^W^^ti-^*LH™j ; 

2. MBPtf*. HIVO^WM^^rWr^ 1 KfBttO#LHIV3W ; 

5. ni^^ip^fti?^^ 
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7. ^W--X^AX*-0P* (CHO) 6 KfE 

[0 0 2 9] 

10. iI»x.Stfft^ CRF01_AE"C&& 9 H|Bm^*nHIV^J ; 

(1) ^^^m^Hiv^^in LTHIV«£«£#> 

(2) HIV«»£^#U 

(3) ig«L£HIVS&»£i$fc^U 

(4) ffi&LtznimmmmK'?> ; y^tnzmmu 

(5) ; -T^m^* y^tmzmnvtzmNmmmMzt&mu 

(6) HIVfi3fc<0p24^6£t!IJ;g-f 

14. ^HIVrt*\ a^x.M^1f*-e*^>117!/Sl3^v^-ftL^tcfBm^fFjffi^ 



[0 0 3 0] 

y (mbp) £ t ~r & <omvm\ « . mbp^> 
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[0 0 3 1] 

[§§Bj!^»£>ff^] 

[0 0 3 2] 

nta^ja^jc, ft&«4s arrays ft 

[0 0 3 3] 

H^A (479#J) IC^tt^MBPOa^^ft^i^JflL+lffiPjftJK^Iftltt^fci 
5> MBPoaWS^-ggUtt^ aK>54 (GGC-*GAC) ^x;^>f 
7V)J£^Ji> Wild/Wild"C70.8%> Wild/mutanfe22.5%> mutant/mutant -^6. 7% 
Tab&ifctfffl^SfLTV**,, $ fc, JfiL^MBPjtJgte. Wild/Wild"e0.18~4.35 
M g/ml (¥^1.26/£g/ml) > Wild/mutant "CO. 00-0.80// g/ml (^0.23jug/ml 
) > mutant/mutanat-eO. 00-0. 20^ g/ml (¥^0. 04ju g/ml) '?4SiH*§§ 
*lTV>£ (ttftffb, U^Vh^fr, 194(12), pp. 957-958 (2000)) 0 
[0 0 3 4] 

-^1.5/zg/ml-e^^O-e, JfH*MBPaj£&ELISA£ JfO^SfcJ: *> iM^Lfc^ 
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XvXlk*W&tJW&t'*ft&tete^ t~fl±, jfiL^MBPz^E^^J 1 /ug/ml~^1.5^g/ 
mlfc^^J:^:S4t^UUv>o LT\ HIV-RNA*** J:^CD4 NH£ 

-«fC**Lif. ^KjfiL^M^^ Lf (tfflxJ^ m.5/«g/ml~^5.0 / /g/ml) 
[0 0 3 5] 

VEP<DfffljM.*Wk9ite> «A* t ^3fr#i-*JllL«t , llBP*JK^3fe*r$*L* tztb—te? 
^1.5^g/ml~^10^g/mlfc^-t-^O^* iS^HHir £ fctttfc-S-Ittft 

[0 0 3 6] 

, mmu mm, maw. mm, mmm, mnmmn* 

km, mm%u %im, ^mu wmm, mmmu mam. «a?»u mm 
> &mm. m&mm?>mmzmm&tLxm^xm:7kir2>z.ttfxz2> 0 

[0 0 3 7] 

[« m 

ffiUbJt. ^ItfflTfc. ^S^tK> 9*:fr-te'f«U ^V-feWo 
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[36 3J] 

o 
o 

UI4GM] 

K n ~> y d tf ;v *fe ;v n - 0 
[*LflS«] 



ffiiE# 2003-3070006 



12 0 0 2-1 8 9 5 3 4 I 13/ 



[«se«] 

[MM 

[0 0 3 8] 
[0 0 3 9] 
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t£m;v. >ij jl*/-;v7* ^<on=B.T* v*jsj&*W5>*i* 

o 

[0 0 4 0] 

*?yx)v*ym, ^pyx^fryM., ny*£yxn<*ym. 
fax. if, r;v^->> 'jyy, *;v-^>^^f «b*u>o mttr^y 

^l-c&. TA'*7*?ym. nut $>m#wmrt>tL&° 

[0 0 4 1] 
[Jdfcfl] 

W (MBP) K£Z>mWti5&*®MVfco 
[0 0 4 2] 

Jf, HIV$c£LT> HIV-NDKHi£$c (^jr"T9 -i "7°B ; TNDKJ fclfc 

mm^Mffi?ffficm)i__M (mm^mw;^r, riP65j t^-r 

%>) b*mffiLtz 0 NDKti, 7fc@S£^£W^(NIH)<7)AIDS Research 

and Reference Regent Program X X^SM^WiX^^o 
[0 0 4 3] 

ZiihttlVffiiX". 7 <t \>*w (phytohemagglutinin(PHA)) 
blasts Lfc (thPBMC;mT> TPBMCJ tT 

*M&&0*Mtifflll&LM8166 (J^T> Mfrz TM8166J =Sr, *ft-P*LS8&fe$ 

•£fco M8166&, ^@®&#&W^(NIH)<7)AIDS Research and Refer 

ence Regent Program J: ^ A#"^tE&$^&&o 
[0 0 4 4] 

tz%x\ wFtLxit, \>vmM*i)titmLtt®mmb, #M¥ii-2063 

[0 0 4 5] 



mfE# 2003-3070006 



12 0 0 2-1 8 9 5 3 4 : 15/ 



WKMSmtfoir %> 0 ttz, LP65£, PBMC& XlMsmK^it^fimM^ 
f>*37X:t:\ lR#P B 1^^-&£^£oTHIV^£^£o fcfc, NDKiSimP 
65fc&^ 5 X106«/ml^«^tT, 100 TCID 50 <7>^ 4 )VK*n?-tz 0 
ftbtitzmmk*. Zti<?*i [LP65/PBMCJ 43 J: ^ [LP65/M8166J t<fc%Ltz 0 
[0 0 4 6] 

(NDK/PBMC. NDK/M8166. LP65/PBMC. LP65/M8166) K> ^MMBPf fct± 
am^-MMBP*. l~100^g/ml^^ (01) 1 7^}±l~30/ig/mlO2iS (El 2 
~3) «Dt?to £<7)B#<aMOte(±. 200/.lO^F'3-e<7)lX106»/nil 
<D7h<nmM (~$-%t>*>, 2 X105«/200^1) T^^>o l/5mm^>200 
M l(D^K, MBP l~100^g/l X106«/mlt^(iMBP 1 ~30^g/ 1 XlO^ 

<7)HIVfi*0 p 24#LJI:l:&ELISA£fflV>T$J5t U MBP^v»S£ Jt« L£ 0 
[0 0 4 7] 

HIV p24jftJEf±> ^gift^^^^iU^v^^^ (fr^sVVXf 
[0 0 4 8] 

M*wx>t>tit2o LfrL%tfb, mi izmm<v77 7frt>&xtti2>mio, nd 

K/M8166lCov^T(i, &mx.MMBP(rMBP)^>6n0/.g/ml~30y U g/ml-e(i. ^«_L 
m *0 P 24^ ^#^^^t'amx.MMBP#^n#c7)^50% $ -e?P0U 

$nTv^£h5$q&i^£*L7*:o HI2 \ztm.<n?7 7fr^hfr-%:& > > \Z 

> Ea^g|«P65 (HIV-l^>amx.M^L^CRF01_AE) lcov>T^>> Mlx-SlM 
BP&, LP65*^Jg^#^lCPp^Ii-^>IC50^ ^10^g/mlO#Et?t/tHIV^m^fI 

[0 0 4 9] 
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[0 0 5 0] 

3 *L* & o ^ * W? ? ® (MBP) i" £ 

mmm&zfr-f, ttz, MBPg#^#ftK#&i-&;fc*6. Hiv^^^i 
[® i ] mymPkfflMmMSimzisv&m&z.m-rys 

K (rMBP) i:HIV?&14 iOfflH^t^97t*So 

[El 2 ] HIV^jfflflaLP65/M8166lC^5^^amx.a^>^ 

? S (rMBP) £HIV^tt i: 0*1 M fc^ct ^5 7f*«o 

[0 31 HIVfl8*#IBll&NDK/M8166iCfe»t*^lIvvy 

(native MBP) fcHIVMttfc<0fflH*^i"^9 
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0 I 1 

0 1 3 10 30 

^1 MBP (jt/g/mL) 
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mm] 

*U HIV»JMII*WK*»a* i *±at#trllBP*«»*-r»ttBIV»tt 
OfF«^i*o MBP> #K> a^£M^^^-X^^>/^®(rMBP)ti, HIVS 
M^(M)K/M8166) KM LTfl^fcHIV^fPfStefc^ Lfco 

[jHRBI] m 1 
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